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(2) ERERZEIREAER
7 1 FRESIREER
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Wb EEZ BT,
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AITHII SR T AR R AR
1) BB U~ FRBE AR, BB, Ar X Ab, 10, 15K 020mg™ A1 H 1A
4~21EM Y BB NG LR, T EXIngl FTho B X LY,
2) ERMEEIERE XI5, AnXx T HL%E5, 10, 15mgk 1A 1E4EMS BREZICRO RS
L7ZkER, 10mg TiebEWAAENE O, BHEAEXImgTHD EEZ LN,
) AFOKE SN ME - HEE, @%, EAZEA X B L L LTI0mgZ 1 H1E&
B oG35,

(4) IREEROER
1) AR
% 155 T AR R IR 3RBR

O BrEREY v~ FHBEERRIZ, 5, 10, mgZlBIERROKRS LE#EAREZBRH L,
ZOREE, Smg TIXRA+TSTHY, £/, 10mgl 15mg TIEAAMEICB W THEREREN
RO LN EnD, THI10mgH Y &Ml L=5 " 9,

@ EEBMEEIERE ZXIRIC, AnF b sk “EHERBERLEHRBICEY, 5 10K
16mg# 1 H 1[El @ i B L7 /E 5, A 2SIV T lomg & 15mgiEbmgll bt L CTEILTH Y
TEMICB W TISHEMIC O A ERET o2 & n, BRARELE L TiX10mgn i
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V. {5#RICE4 5 EE

BThD LWL,
© MERE, JBBEEPHSE, SEEBE GRS 2 A EROSRBRILEM Lie o720y, Zhb
DR BITFITRIRIER 2 Fiv & L, ZTEPERIETE O BRARAER X OFHEE A S HEEL L TV D,
L7emo T, ZREMBEEEDOE#EHARE L FED IngNBAHEE L THY THLEEZL
iz,
) AANOAR SN HE - BElE, @HE, AT AeF L8 LT10mgz 1 H 1[H]
BRIIRAELET D,

o5 TAH AR

O BHEEEHY v FEEENGIZ, ArFTHAI0mg N X0 A20mg (RHFEEE) %1
F LEI6HE 4 RE% ISR NG 2 “HERERRRE i L, AFOFAERRS bh
7219,

Q@ ERVEBEEERE ZHRIC, AuxTh AlingZlHIEY BHE LN 7 07 =7 25ng
CetfRE) 21 ABEI4EMR N 532 “HEMIBEBRE Em L, AHOFAERED 5
n=w,

© MEE, HBEERHS, SEREENBE 2500, ArF vl Alomgk 1 H1E S A% K
OA v R AKX 26mg (RHREE) 1 H3EMEMEHRICRAKRE T 2 —HERLEKRR L
Felti L, ARAIOAH FTEAGED Hivi=?,

2) REMHER
R ¥ 3k
1BYERIET Y v~ FBE AR, Aux T hlomg 1HIEIZI2EMU L, KETSHEME (CFEY
B33 ) & A#E Lok R, AR ORBIR G X 2RO K OEIERFEBLED
FRIEEED b Rino Y,

(5) BE - FEANRBR
LR L

(6) AT
1) ERARERE (—RERARERE, SEERARERE, FARBLRAE), HERFTERT—4A
—RRE RERTRERFZBEONE

IR LB e B 2 5\ T BRI (56 T)
A0 F T H MIWEHCTER SN2 < ODBKRBROFSE, HERONSAIDs & ik LT, WHLERE
EORERMENZ ENELIN TS, LL, BARAERRE LIAHOREIIR S
NTWARY, 22T, BV v~F, LBIEEEIE BWE FESERL, SURREGER O
BELRGE LT, ENOHEBETFICBI A 0% A (BE—E v/ B78L) OMLE
EELZFLETIEEN T a7 7 ANV ERIEEZA LT 52 E2HNE LT, 61 AREKRY
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V. {G#RICEd 5 HE

DT\ AR T 4 7 KRBT % A 2 St L7z,

KFERIF20014E10 H ~20044E9 H D HIC 2 [E 826 D =SB 222 L I-HTRS RO BE T, AnF
I BHMLTT SHUTZ5, BT T dh o 7z,

RAMEE R GUERIETS, 22161 C, BIERRHBL L TIERT4. 0% Th o 7o, BRMICHEL
BOZTHEREZRFT D701, RPN 217 o o R, TR, Ta0HERE), 7L
VX IR, TREFIE, [ B EE O - W5 - Ml OB A 1), [BIEOBER
UL, TEWERIEEAEE) ROY [HFIREAE] ICBWTHEEDBRD b,

FNEEFE R GIEBI1X5, 19861 T, HINEFIIX86.8% CTh -7, AMEICHEZ KITTEHNEZ K
P L7eoll, BEERKFINIRT 21T o 7R R, THemim), TRWERREA ), [#55%
W), TOFHSEAIA R RO TOFBIEA ) 1BV CTHREENRD b,

RV G & 72 o TRl i A2 A 2 BTN D66, Elind 233, 43301, B HERefEE
BT HEREN3G, FEREREEZ AT 5 EBE N0, T2l Lo R, FrChEX
BB T,

SEIOTREFHEDOREL, HARANZMG L Lz HEDZE TIZBIT 2 KA 0LV R OHIER
RSN,

ll

BB 2 ReRIE (& T)

RABE 54, BB TENMZ18y A, BIEFEA300%] & L, 20024E3H 7252005428 £ T
D346 H A RN NE X, TOMiER A & 35THIREE S iz,

LERNERRAT R R BIIE344451 T, BIERAMARBL LIZAERZ1L. 6% TH Y, ABREE TOFAIC

T o RHE GBI TDIT. 5% & ik L TaE < 1otz

AV Z MFTEREZRETT 27201, BRI 21T o 7o /G R, TR EA
) RO TR ICB W THEZEDED b,

A NVEAE R B BIE32801 T, ANERIZ64. 0% TH o7, AMEICEE L RIF T ERE 2t
T 2701, BEERKEFINRIT 24T o7/ R, R RO [7 L F—BEAE] 280\ T
HEENRD LI,

AEOTIREREORE, EHEHOZEMROE M R S iz,

2) ZBEHL L TERTFENOABTRIERE L-GHAE - RROME
A% LR

(1) Z0ith
ET—E Y I BT BMCONT, B U~ TR0 ERIERAEE, RE, R PR,
SURMBEGEREY 2% L Lz “EERILEBROR R, REIOAHAERRD b,
I B O ZHE R 2 5 Lo E NAER280fi5%, BAHE DKL & 72 o 729556511, KGR
ToNEE « R L OHIE - MRIZR T D ERRRERRGR (63661) (ZRDEEBY Th-oTe,
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V. {5#RICE4 5 EE

B4 ABIE I E A AR (PEEYHEL L)
1B PEBIET Y o~ F* 102,306 33.3%
I R EiE 120,166 72.3%
B E 48,57 84.2%
TA BAVE A [P 2% 37,55 67.3%
SHUR IBeAE e 42,52 80. 8%

% VEBRIRIZIZ Z DB EZ AW TWER, BEIX TEEY v~F] 2HW5,
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VI, AR IZBE 4 5 TH H

VI. EHEECEY HEE

1. EBEZ2MICAEEHHLEMRITILEDE
nxyryuZzrF Nl uskfal, /e F 7 FRNI DA, AR TR T2y, TERY

SHE, TRRTT, AT 2T L, AV RAZ TV RII, LV RAEZ R EDIERT

H A NP - SR A

EE  BEEO S LB ORIHE -

2. B HF AR
(1) {EmEGL - fERARRF

AUXLHMIL T BF XL F—E (CX) DIEAEIHILT (in vitro) ™ 19,

IRFL, BOEBTRLEZMT L L,

RIEFPTIZ

B TaRE2 75000 (P6) DEAGHKEHEL (Fv b, w7 R) 7 Wk - SWIEM %2R

TLEZLND,

* Y

‘\ FOR$TTII |

A

XA

AO0XTHhLOEREE
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VI. PR IZBE 4 5 T H

COX-1 K URCOX-2DHE & A v % 291 b & DFE AR

NSAID® F 7 /EFIREFF 1%, COXVEMEBRFIZ X DPGOAEGRNHI Tdh 5, 19914F, COXIZIF2FIED
TA YA LBELELTHWDZ LR LNERY, RICABBREOFRESIC EEo%EH 4+ L
TWDDOHNC0X-1, FITRIEICE G-I 2 DIFC0X-2TH D Z LA LI,

COX~1 & COX-2D LR 1L L < ITW DA, 7 7% RUEBOIEHHNL~D A ~X—ZZCOX-1D 7
MCOX-2X Y LIV EZZ BN TN D,

A XA L, COX-1& D HC0X-21Tx L CTIRWHEEMEZ R T, ZAUEA 7 ¥ AhvEiE
FHINCTF T Y = NVEDOE TR LT A TFAIEZ AL, 20O A FIIVEEORLEHCOX-2~ DI
KB LTS EBEZHNTNDY,

T xOFvALT
LPSERVEO. -

FEMEERT
cox-1 COX-2
""'--.. — EELPTL
e P BESLICCL
O\\ ,,O
S\N /CHs
H o
N.z~N ?‘7“'_"&
/ C/ Y/ / 4
1
OH O ﬁ—L'
e CH: »=um

COXDIBELE A OF L HLDHEERA A —DK
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VI, AR IZBE 4 5 TH H

1) COX—1K TRCOX-21Z %9 5 iR itk
O COX—1} O COX-21Z %54 D FLETEM: (in vitro) '
A MIFEZEERIZBWT, 0X-1X 9 $C0X-2125%F L TIRWHEER 27~ Lz,

COX-1 (EwIREEHE), C0X-2 (£ URBHE) BEEEDLE (/n vitro)

IC50 [MM] (95%1§%E|Zﬁﬂ> IC50 [,UM] BEEEIN
B
C0X-1 C0X-2 .
AR A A 143 (90. 3-225) 11.8 (5.69-24.5) 12.1
Xl A 176 (62.4-497) 153 (41. 7-560) 1.15
AL RAZT 0.21 (0.09-0.50) 0.36 (0.25-0.51) 0.58

@ COX-27EM:80% [RE=RF DI EE 1T 33T HCOX-1FHETENE (in vitro [ R]) ¥
K- FENSAID S COX—2{5 M & 80 % BHLE L 72 B DR FEEIC IS 1 D COX-1 BTG MEZ MRt L2/ R, A nm
X AIXCOX-1TETE & K25 % FRE L 7=,

(%)
100 -

80

60 -

RS S

40 -

20

0

0 =2 I XA +« ¥ 2 E YV Y 7 49 + F a4 45 F 7
2 ¢ ~ 2 Lz Uo7 U Lo g F 7 kA N
I8 F* 20 zx L F L F XD 7 7E K
T ® 7 ¥ ¥ 7 2 3 2 L2 2 F % aaglk
s g 72z F7afmb 2 g7 3727
7 % A7 5 4 T.I;f - s < 7
R ~ T
"é =

i\.

COX-2;E1480%PRERFDIREIZH [+ HCOX-1PREFEMSE (/n vitro)
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VI. PR IZBE 4 5 T H

(2) EHERMITLHHEBRAHEE
1) HLRIELE
O BAV VRIS TAER (T k) 2
Ty MCAA Y CRENFEEZ AR SEMREEHEZRF L 2A, ArXihalivnxy
Hh, AV RAEVY, Va7t LIZERESOIDMEER LT,

S bDAA) o RERFEIDS /A

o H = 1D, [mg/kg]
E n B
[mg/kg] (95% (5 HEIX )
A X h AN 1~8 10 3.35 (2.93~3.91)
[S=E /I 0.5~8 10 2.71 (2.30~3.25)
AV RABRT 2~8 10 3. 42 (2.39~4. 49)
CruazxzFrs 2~16 9~10 4,03 (3.01~5.08)
FruaXxt 2.5~20 15 6.25 (5.46~7.11)

n="Hi%x
7 v b ORBIEHER TIZ10% 04 2 5 U TRIEZFIRE Sz, F5
WIS FE 307 BN D 45 U, VR IERA FESIF 1% IR e D )R & 2 Il E
L CID Mz 5 L7z,
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VI, AR IZBE 4 5 TH H

@ TVa v MESRICKTAER (T b)) 2
ARXTALIT V2 MR (T v M) BT 2BREMER QIRRIE ; FELE R O
fiR) % HERFRICHH L7z,

(%)
110 -
B AOxLAHA
100 O Eaxshh
| H AR ARD
90 .
> A YoO7z+7
Df‘ 804 o F7OXEL
|
V70
i |
5 60
3
50
3
£ 40
30 A
20
10 T T I['II\['\ T T |II|'\|[ T 'I['II\I\ T T I'II['\I|
0.01 0.1 1 10 100

R [mg/ke/day] mean=SE n=14~20
v hDT TNy FEARBRICE T HERKER QRKE) ST HEH

Sy bDT7 TN FEERICE T ARRER (2RKAE) {HER

» H = ID,, [mg/kg/day]

P Y n B
[mg/kg/day] (95% 15 HE X [H])
A ¥ A 0.063~0.5 20 0.12 (0.09~0. 14)
SR /I 0.05~1. 35 14~15 0.76 (0.49~1.52)
A RAZ 0.2~1.6 19~20 0.67 (0.50~0.95)
vrazxFy 0.2~1.6 20 1.24 (0.84~2.68)
Fruxt 8~32 14~15 11.8 (8.12~14.9)

Ty bOAEBBEHE Fic~A a7V THEZERLT, 7Yan
v MNEEREFHE ST,

BHYNL, TV o MLUER L IHLE, 20HEROERES L, FEALE
BIEORFEE T ¥ 2y MLUERT & AE%21IA BISRIE L, 7088
rarbha— L L, IDfEERHL-,
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VI. PR IZBE 4 5 T H

® T Vay FEERIZBT 28 - KB OBENRIER (72 ) 2
AXx A LEET y PROATXR T HLIFEEET v b (2 hr—) OBRBXHRETELZ R
T AuXTALEET v ME, XREEIZEZ VA LITE - SR BENHIER S R S,
ZOERITHBEGFHN CTH T, £z, AaX T A@FIvueXT I ALY 7 a7 =) 7Tk
NTEMAE THEERFICE - RFBEEnHIEN 2R L,

arhrkO—)L AOxThL (0.125mg/ke)
XIRBEEIZKDE - MERKEMNFER (Sv k)

(%)
100 -

90 -
80

70 -

—0O-r-\yu

i 60

L

—

*f I
50+
BAOF AL
oEOxS AL
ATIO7zF+7

401

B

30

20

1 0 1 I I J
0.01 0.1 1 10 100

AR [mg/ kg day] mean+SE (n : fiI%0)
QRBEICK DT - MEWIEMEMER (S b7 P2/ FEEH)

T v NOEBRERBR TIZ~A a7 T U THEEZERN LT, 7¥2 30
BAFIR 2553 ST,

BIDL, TVaN MUEHLVIALE, 21HMEO&ES L, 22H BIZIE
RLEZ I DB R OB E DR EZ X TEFT RO A a7\ VFHEL, =
v ha—L LT,

Sy b7 FERMRICE T H2RRIEICKL D E - EBIRINH /R

. H &= ID;, [mg/kg/day]
£ n B
[mg/kg/day] (95% (5 #HIX 1))
AaFxTh A 0. 063~0.5 23~25 0.176 (0.152~)
= wi= RV VAV 0.15~1. 35 23~25 0.635 (0.439~)
/=Sty a4 0.2~1.6 20 >1.6
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VI, AR IZBE 4 5 TH H

2) BEIE
O REEMHILTFICXIT2ER (T ) 2
AW T AT R BRI O RIEMETE (7 > b @ Randall Selittoik) Zxt LT, Fegtto i
JWIERZR LT,
Zv NI ITHREMERICKT SR

g‘é fl:@ );H 5 EDISOE) [mg/kg] (95%15%5\@&5)
[mg/kg] 904y 1804y 3604y 18HERE
5. 64 6. 30 6. 14 15.7
A ¥ H b 2~16
(5.00~6.36) | (5.61~7.11) | (5.47~6.93) | (12.6~21.4)
) 6. 06 8.37 13.3
[SR=E /I 4~64 89 (HMFAH)
(5.24~6.86) | (7.20~9.56) | (11.6~15.5)
. 2.23 3.87 7.67
vrm7=Fr | 1~32 > 32
(1.91~2.70) | (3.40~4.49) | (6.67~8.99)
) 3.09 7.62 13.0
AV RAZT | 1.5~24 >924
(2.83~3.38) | (6.84~8.64) | (11.9~14.2)
) 11.0 13.5 20.3
Fraxtr 5~40 >40
(9.26~12.8) | (10.8~16.6) | (16.9~24.4)

1) EDyg : EIRBRME 2 50% 8D 2 FH &

@ Melgwrithingloxl 4+ 21EH (v %) #
fefgwrithing (=7 &) MBRICBWTARF U LI E 0 F U I LKA RAZ LTI
[RIFEE DR EH 27~ L=,

TR OEEEEwr ithinglZxd 5 4EH

A & . il == 1D, [mg/kg]
-7 n writhing%g B
o [ing/ke] [%] (95% 1% 481X )
ay ko — — 20 28.9+1.8 — —
0.3 10 18.6+1.8* 35.6
1 10 14. 03, 3** 51.6 0. 87
A v ¥ H A :
3 10 9,.6+2. 0%* 66.8 (0.82~0.93)
10 10 5.7+1.8%* 80. 3
0.3 10 21.9+2.1 24.2
1 10 .64, 0% 49.5 0.97
BRI N 14.624. 07
3 10 5.8+1.4%* 79.9 (0. 44~2.14)
10 10 4,942 0** 83.0
1 10 18. 245, 4% 37.0 |3
AL RAEY 3 10 4,642, 2%* 84. 1 '
(0. 19~9. 10)
10 10 2.8+1.2%* 90. 3

SEHE+S.E. Dunnett®RE %k : p<0.05, *3k :p<0.0l (= hr—/L&DLIK)
HETO~ D ZICEKAIHEY AR OBE L, 1E%120. 6%NE 2 BN S LT,
FEg I 5-1%5~2000 £ COISGMD T A4 ¥ v 75 ZERIE LT,
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VI. PR IZBE 4 5 T H

3) TDfth
O WILEIET 2 (T2 ) »)
HAREIEEIER EDff) &7 2y MEERICRIT DHRIEEM (ID4fE) 7SR 7= 2Rk

BRI E A (EDyo)
PIRAEAERT (1D5)

X, AuXThATIH20E S VENE LN,

BHRESER MREER (SY )

R MR AR PURIEE G (R (ED,,)
ED;, (mg/kg/day) 1D, (mg/kg/day) PIRIGEVER  (1Dg,)
A XTI A 2.47 0.12 20
/A =0y o4 2.71 1. 24 2.2
[ w =D VN 1. 07 0.76 1.4
JFFuxt 11.1 11.8 0.9

20 4 | HEN=E DA
g E:v707:1747
E'g V. eEaxy i
E CJ:#70%+>
L
EDso 10
7
%
i 51
E 2.2 1.4 0.9
Do 1] v ——

T MIEEYZIAIRSHMROEE L, RKEEGO4RM%RICH - +2EG%
B L7z, —#EP o BMEREEEH QPSS AT PN S A3 1 5 Frlh |
FA) DRDOLENTZT v FOLRMNSEDMAEFEH L=, \IEERL, BT
Va3 NIRRT D 1D, fiE,

(3) HERSTEHE - B
LR L
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VIL_phhelZ B9~ % mH H

VI. EYMEEICET SER

1. mREOHER
(1) AR AR OPRE
DR L

(2) BRRSBRCHRESIA-NPRE
H[A# G-
B LR 00,72 1 g/mLY
(115110mg & ZEME s 1 #e 5, fERRRL )
A5
M REE - 1L 5 g/nl GEFIREEB4AHA) 2
(11a]10mg 2 At O B b5, BERERRA)
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VIL_HYhhelZ B9~ % mH H

1) H[EgEs

BEERRAIZ A v 20 15, 10, 20mgZ B 7R /AAI & L CAEMERFR OG- Lz & &, femii iR
FE(C,,) ITRITHERIAICAE DAL, MFEEED ¥ — 7 (X TIEMEE R L, Z AU & O & N
~HEE ST, B D BRI E NS 0 B IG~DFEER (enteroenteric circulation) (ZX
HEBZ LN, CL K OAUCIT MBI 2R L7V,

W EEE

AOFTHLEEEORSRORYBENS A —F

(pug/mL)
1.2

1.0 7

0.8

0.6 7

0.4

02- Jir

0.0 - : : ‘ ; : ‘ :

0 24 48 72 96 120 144 168 (hr)

B (n=6, mean*SD)
AOXTAHLERBOKRSEOMBREEWRE (hTILEIE L TEERRS)

(A TEIFE L TEERERS)

Dose Cmax tmax t1/2 A[é(ij?éﬁ? Vd ClLoL
(pg/mL) (hr) (hr) hr/mL) (L) (L/hr)

g 0. 26 7.00 - 7.87 - B
+0. 06 +2.76 +2.13

10mg 0.72 7.00 27.59 22.79 13.69 0.35
+0.20 +3.29 +7.30 +3.61 +3.70 +0. 05

20mg 1. 06 8.33 25.42 42.16 16. 81 0.49
+0. 15 +3.67 +8.70 *15. 14 *4.14 *0. 15

n=6, mean=xSD

(— - BRHRR D720, EYBERE AT A —Z DFEHNRETH -T2, )

E) AFNOAGRINHE - HEIL, @5, RAZEAeXT AL LTIomgx 1 HLEE

®ICHE ARG D,

_25_



VIL_phhelZ B9~ % mH H

2) MRS
BERERR A 1 2 R RIT A 1 % 2 K 10mg Z SEF R O 7 # & U CLEERHR G- L, FEyEnhe
T A =B B LR, WA RS Th 5 2 L B3R S,

(ug/mL)
1.5 4

—o— §E10mg
—e— AH7tIL10mg

Py Rk =y

0.0 © T T T T T

T
0 10 20 30 40 50 60 (hr)

B E (n=22, mean+SD)
FEImg R U A T/ 10mgZ ERFHEERE L -0 mEFEEHTS

Cmax AUCO*OO MRTpnﬁ;) t 1/2 tmax

(ug/mL) (pg-hr/mL) (hr) (hr) (hr)
FEH 0.917+0. 149 22.92+4, 83 27.07=*4. 37 18.32+2.83 3.818+1.053
B 7L | 0.853+0.144 | 22.34+4. 40 28.11+4. 68 18.81%+3.05 | 4.000=+0.690
1) MRT,, : P25 R e n=22, mean=+SD
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VIL_HYhhelZ B9~ % mH H

3) A&
EEER AR FIc Ao M0mgh b FEAAE L TEBICTHRIKERS LT & X3y EhkE
NI A—=HITUTDLEY ThHo7122,

AOXHLIMMgREBREEDEYHE/NS A —4F (BEERE)
Cmax AUC, , C, MRT t,, t
(pg/mL) (ug-h/mL) (pg/mL) (h) (h) (h)

1.84240.428 | 30.21%7.88 | 0.875£0.300 | 29.95%£7.40 18.68%5.20 | 5.160=£1.599

n=25, mean=*SD

(peg/mL)
2.5

R i B B

(mean+SD )

T
0 6 12 18 24 (h)

B
AOXThLIMmgREHREZEOMBFEEHE (BRERE)

3 & & &
AR L

4) BE - GtAXEORE
ERERLAIC A 0¥ 2 K l0mg% B 7B AHK & L CEER R ORBZICRD#EE Lz & & oy
WRIA—=Z 2 LT, ZORR, C TBBERGR TN, AUCICERFEO bLT, Ao
F LA LOWIUZ T 5 BEOEEIVRNb D LEZ HNTEY,

AOF LA LIMgERRORSROEVEE/ NS A -4 (ZEERRUEBERS)

%%@Jﬁé Cmax tmax tl/Z AUCO*?Z

INTRA—H (ug/mL) (h) (h) (pg-h/mlL)
Ze G R - 0.741+0.101 8.0+8.0 28.7+5.6 26.6+5.0
IS 0.851+0. 139 5.0+1.0 23.7%5.3 26.9+5. 1

mean*SD, n=12
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VIL_phhelZ B9~ % mH H

2. RMEERP/NS A4
OF: 2w
LR L

(2) BUGEREE
REERR L

(3) HKEE R
SRR L

@ 29IVF7SUR
0.38L/hr (10mgBHREAHKY, KA ?

(5) HHhRHE
11.52L (1omg &% A S, fEERkA) 2

6) 0
SRR L

3. B&H (REaL—Lav) @&
(1) A&

U ERR L

(2) 185 A —S EMER
AR L
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VIL_HYhhelZ B9~ % mH H

4. % Iy
(1) WRIERAL
HMERR L
<BE ;BT —5>
T v P THC-AmF T L (Ing/kg) OWIERAL A #RET LT,
THALAE D IR TR S 7z,
(NR=V U H—A T NNA D FENEED

(2) WIR
MR L
<%E  HNEANT—F>
#9100% (30mgi% O #L-, fEHERLA) *

(8) SAAT AL TEY T 4
LR L
<BZ HEANT—H >
97% (30mgifk A #e5.) *

E) AFOAERBINZHE - AR, @%, RAZIEZAeXR T AL LTIomga 1 H 1EE
wmicknk 545,

5. & il
YR L
<BE BT —5>
Z v MTHC-A m X7 Mng/kgZ R NG Lo t, 4R %ISR BORBIRE TR R E Y,
AL, B, Mk, B SRR A L, ROTTHl, FUIRIR & OV C R o 7227,

(1) % —RaPAP BB
DR L
<BE BT —4 >
7 v MIMC-A m ¥ U Alng/keZ ARG Uiz, B~ITITE A EBAT LD o 7227,

(2) mi%—ReEERAPTEBE
MR L
<BE , @BWT—>
HIRISHE DT v MIMC-A 0 F U8 Ak Ing/kefk A& G LTz,
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(2) RLMIRFBSER'S 20 2 % 9 38)

RERIE H #HYFE (n) Bk 75 PR AR
(1) —BIERKEUMT |=v A (10) | Irwin®DZRIIE 10~100mg/kg, p.o. CEEFRIERITFRD b T,
[Ny A AR B OV OFRIEMITRO bve o T,
(2) HHEARERIZ K
Ea -2
1) BRIERhE <A (8) SeE N Y TAEALERL | 12. 5~50mg/kg, p.o. TEHEIL AR oT,
2) ELEH <A (9~10) | ~FVAVES-LEEFEMEIR | 12. 5~100mg/kg, p.o. TR/ o7z,
3) FEEMEH] ~ A (10) |EEBREE 12. 5~50mg/kg, p.o. TEEIL/h o1,
~7 A (10) |7 TV =L |12, 5~50mg/kg, p.o. TEEIIRMoT-,
(3) AAMRERLED
A KIET
wE
1) =g X (3) H EhiEH) 107~10"g/mLCRE L e o7z,
ey b (8) F ST —)LEEFIHE | 10°~4X 10 %g/mL THE L 22> T,
FEyl (3) bR F I RN | 107~107g/nL THE LR hr o 72,
ey (7) WAt R U o BERFRIGHE |5X105~10 g/mLCTEE L2 7=,
2) MiHTE Zwv b (10) |®&r b=UFREHE | 10°~107g/nL CRE L 20 o7,
Fwv b (9) | TTUR=UFHRINAMG |10°~107g/nL CRE L 2o T,
(4) MR - FEERAR R
W RAE T B
1) Mk x = (5) 53 REIpR, s 0.5~4mg/kg, i.v. (BFEKG) TRELLNr-oT,
£ X (3) 4y BN, 0. 1~1Img/kg, i.v. T, lmg/kg CHEEH DI~
— A L7,
2) I+ Fyb (7~9) JEZE )R 20~80mg/kg, p.o. THEL o7,
x = (5) KRB R 0.5~4mg/kg, i.v. (BFEEE) T, Img/kgT
DOHILEMEZ 32 B S8,
43X (3) SHEN R 0.1~1mg/kg, i.v. T, EL72n-o7-,
3) i x= (5) 0.5~4mg/kg, i.v. (BFEKE) TRELR o7,
4) D%k x= (5) 0.5~4mg/kg, i.v. (BfEKE) TRELRI T,
A X (3) 0.1~1mg/kg, i.v. T, LB Lo 7,
5) L[ * = (5) 0.5~4mg/kg, i.v. (BFEKE) CTRELLN-oT,
(5) {HLFRARIZK
ER ot
D) HBENESE |7 > b (10) | IBENEE (KK |8~32mg/kg, p.o. T32mg/kg THOTMIIMHI L7,
Z vk (10) B NAEHEHEE 8~32mg/kg, p.o. THEL o7,
2) B Zv k (6) Shay b D HFETHIKE | 3~30mg/kg, i.d IZBWTHIKE, pH, W#EEE
FRAEMIREIIHMET |BE, RBREIC L TERE L)hoT,
e 30mg/kg CRT ¥ AR T S ET-,
3) NEY53 4 Z vk (6) 3~30mg/kg, i.d. TEELR1->7-,
4) AErEES) | > b (3) 1~30mg/kg, i.d. ({ZBWT, 3mg/kgT3HIH11
1, 10} 30mg/kg TIFEFNTIBWT HEE) %
JLE T,
5) AEMRNIGEES) | Y (3) 3~30mg/kg, p.o. TH, T+ _$IELOEEGD
BEREINIC R L TRE L 2h o T,
6) BHMIEEEH |7 b (1~ 1.25~20mg/kg (HE[AIFR 0 5E5.) TEDg I
8) 5.92mg/kg TH > 7=,
7 vk (20) 0.5~4mg/kg GEFGEARR O£ 5) CEDsfEiL
2. 4Tmg/kg TIH > 7=,
7) MEREREE |7y b (8) 1~10mg/kg (HA[EIRE M $ES.) CEDfHI
YEA 8. 6mg/kg T > 7=,
(6) KK OEMELN
Eil %
PRE OVRH A Z v b (6) 3~30mg/kg, p.o. THEL2ho7-,

P (Va', K, C1)
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<FRBRAE R >
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3. 5mg/kght T3 A #ER & FIAR O B AR A M OV T R OB LA A iz, PR AR
TiE, 1mg/kglh LB 55 THIEEA, 2mg/kglh EOFEREDHETIE IS Z THRE LR,
I 5|23, bmg/kgHElE TlI+ IR E R OB AN A b, T D ORRN G, EENE
(X 1Img/ kg A T - 72,
(R—=U U H—A VA BiE NG R
3) 7> NE2JEMRR NG RERY
Z v MEHW, 0 CHIBEE), 0.2, 0.4, 0.8mg/keDA&EA125 A (528M) RO&L LT,
<FRERAS R >
Bem A (0.8mg/kg) BEIZBWT HRFLT REHEEZ(LARD N o7oDT, WM RIT
0.8mg/kg TH > 7=,
(NR—=V U H—A A 2xE NG

_55_



IX. FERRARFABRICBE9 % IH H

4) 7 v MTSTEERE N G ABR
7y bEM, 0 CRHERE), 1, 2, 3.5mg/kgdH&E (61 ARBREFEM) %18» A (78IH[H)
RO#E Lz,
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ZORBRTHREL L-EmMET RIE6y AR L IZIEFRBEO L DO Th - 7208, BHE L O g R EL
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=7 X &M, 0 CRFIIREE), 1, 3.5, 10mg/kgDHEA3» A (13H[H) #KA%khb L,
<FRBRAE A >
—ReREE, (KE, BEER, MAREMR, MIRAECFROREE R O RIS o
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<FRBRAE R >
6mg/kgHE TIIMERE & & IZHHBIONEM N B, S I, HEOIELORIBEHERES ML, 7€
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(R—U T — A A B HNEED

(3) EEEMEHER
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(5) &EFEFESZMRER

1D 7w b OIRATR OUEIRRIIR 0 %2 5388k (Seg. 1)
7 v hSeg. 1 #BRIZO GetfBEE), 1, 2.5, 5 (M), 9 () meg/kegZ H\ T L 7=,
< BRI >
BEMW OEFERET b BIEEY, ZREMOZMKEBICEMITA SN R o T2h, BERETER
R OVESEIR BB DB B3 A B, Smg/kght TILHEBIZ b BA BT, FR Ty
TS HEICHB L2 CA LN, MED2. dmg/kegRELL B CIXARE L OB EOK TR &A 5
iz, BRIBICITEMHEDLE OBABEGH THALNTZR, TOMITRTL T XEZBITA LR
Mmolz, Lo T, BEOEREII ¥ 2 et &ld, HE9Img/ke & OMEdmeg/kg, FR 21T %f
5 R Ing/ ke KT TH - 72,

2) 7 v FOREIREARMIRR O GHEB (Seg. )
Z v FSeg. MakBRIZO0, 1, 2, 4mg/kgZ VT L7,
< BRI >
A OB AR O RV K OB R IR e T R EZIT A N T, IRIREMES 2 W I3 T 3R
HHNRnoT, L L, W EYIRROFR CIIREMICEIBIENA bz, HRHEROR
B ITIEIR M O IR R & I OB M R GREC A AL, £, FEEREMAHEMLEZ, L
L, BERL%OWMARIEORE, Bo bk OB DR ZITNET T, £ DEFREIC b ALK LD
WEIRO N R oTe, RRBRICK T 2 EHMEEIL, HEY Tlding/ke A, I6E TIX
dmg/kg, AW TITIng/ke R TH -7,

3) UY RO E MR O GHER (Seg. ) ¥
¥ B FSeg. MFABRIT23AER 2 50 L7z, B (a) 130, 1, 20, 60mg/kgZ VTHM L7z, &M
#60mg/kght TILRENY TWHALE OEE & 2 WIZHMIZ X 58T K ORI 2 bz, £z,
BBV CIXE R B CENA RIS LH L7z, 20mg/kgff CTH AR TIIARWVASERBIE RN LH Lz
MRIRBAEEHN ORBN &L LV AMICT 5 HIT, 0, 1, 3, 8, 20mg/kgZ JHVVEMER (b)
ZERM LD, WTNORIZE W THIBEBSEERITRE O bk ol,
D OFERMNG, BEMWIC T D MM B3 20mg kg, MBI OV Tid8mg/kg &K L 7=,

4) 7 v b OJEPEM R ORHIR 0 538k (Seg. ) *
Z v hSeg. MERERITO, 0.125, 0.25, 0.5mg/kgZ VT HEfi L7,
< FABRARS R >
0. 125mg/kghf LA b THEARIIFE O IR o OV R ERF[E] OTBIE AN 7~ H 41, 0. 125mg/kghE1PE, 0. 5mg/kg
FEAVCO R DN 3 o IS BE T Lie, F£72, g4 A DINIC R IR E T Lo REEi A & G-
T3~ILA LNz, ZHHOREYHOHRTIE, WIhd FEE sz, LaL, kil
RIROBEAZ ORE, ML EOEREDREIINER CTH Y, AFHARIC bR T & B 15
Ooiierol, UEDORRERNG, KBRICEK T 2 EEMEEIL, B, HAERE BIC
0. 125mg/kg A CTd> > 72,
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4. HEEXITHE
TFRESABI ONTREIR DT ZE - B
BAf Y v~ T, AVERIEE, MRAE, JERIMIEBRZ, SHIE B
6. RIERUAE
WE, RACIEA T I AE L TlomgZ 1 H1ERZICEROEGT 5,
¥, AR, ERIC XV EERET 225, 1R&&SMEIT15ngs T 5,

FRSNETORTIRE (2023F1R3RHE)

E 4 KE

i 7e 4 MOBIC tablets

K - Bk MOBIC (meloxicam) Tablets: 7.5 mg and 15 mg
FETeAE 2000

+ Osteoarthritis (0A)
- Rheumatoid Arthritis (RA)
« Juvenile Rheumatoid Arthritis (JRA) Pauciarticular and Polyarticular

Course

Use the lowest effective dosage for the shortest duration consistent
with individual patient treatment goals
+ 0A and RA
Starting dose: 7.5 mg once daily
- HE Dose may be increased to 15 mg once daily
- JRA
7.5 mg once daily in children > 60 kg
MOBIC Tablets are not interchangeable with approval formulations of
oral meloxicam even if the total milligram strength is the same
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RLAN AR

KEOERASCE
(20214E4 1)

Pregnancy

Risk Summary

Use of NSAIDs, including MOBIC, can cause premature closure of
the fetal ductus arteriosus and fetal renal dysfunction
leading to oligohydramnios and, in some cases, neonatal renal
impairment. Because of these risks, limit dose and duration of
MOBIC use between about 20 and 30 weeks of gestation, and
avoid MOBIC use at about 30 weeks of gestation and later in
pregnancy.

Lactation

Risk Summary

There are no human data available on whether meloxicam is
present in human milk, or on the effects on breastfed infants
or on milk production. The developmental and health benefits of
breastfeeding should be considered along with the mother’s
clinical need for MOBIC and any potential adverse effects on the
breastfed infant from the MOBIC or from the underlying maternal
condition

Females and Males of Reproductive Potential

Infertility

Females

Based on the mechanism of action, the use of prostaglandin—
mediated NSAIDs, including MOBIC, may delay or prevent rupture
of ovarian follicles, which has been associated with reversible
infertility in some women. Published animal studies have shown
that administration of prostaglandin synthesis inhibitors has
the potential to disrupt prostaglandin—mediated follicular
rupture required for ovulation. Small studies in women treated
with NSAIDs have also shown a reversible delay in ovulation
Consider withdrawal of NSAIDs, including MOBIC, in women who
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have difficulties conceiving or who are undergoing investigation
of infertility

RLAN A

A=A T VT ORMICE
(2021410H)

Use in Pregnancy (Category C)
Meloxicam is contraindicated during pregnancy (see Section 4.3
Contraindications).
Inhibition of prostaglandin—synthesis may adversely affect
pregnancy and/or the embryofetal development. Data from
epidemiological studies suggest an increased risk of miscarriage
and of cardiac malformation and gastrochisis after the use of a
prostaglandin synthesis inhibitor in early pregnancy
The absolute risk for cardiovascular malformation was increased
from less than 1%, up to approximately 1.5%. The risk is
believed to increase with dose and duration of therapy. In
preclinical studies, administration of a prostaglandin synthesis
inhibitor has been shown to result in increased pre— and post—
implantation loss and embryofetal lethality. In addition,
increased incidences of various malformations, including
cardiovascular, have been reported in animals given a
prostaglandin synthesis inhibitor during the organogenesis
period.
From about 20 weeks of pregnancy all prostaglandin—synthesis
inhibitors may expose the fetus to:
- renal dysfunction, which may progress to renal failure with
oligohydroamniosis (see Oligohydramnios and Neonatal Renal
Impairment) ;
During the third trimester of pregnancy all prostaglandin—
synthesis inhibitors may expose the fetus to:
- cardiopulmonary toxicity (with premature closure of the
ductus arteriosus and pulmonary hypertension)
the mother and the neonate, at the end of pregnancy, to:
- possible prolongation of bleeding time, an anti-aggregating
effect which may occur even at very low doses
— inhibition of uterine contractions resulting in delayed or
prolonged labour.
Meloxicam was not teratogenic in rats up to an oral dose of 4
mg/kg/day (approximately 2.2 times the human dose at 15 mg/day
for a 50 kg adult based on body-surface—area [BSA]) when given
during organogenesis. Meloxicam caused an increased incidence of
septal defect of the heart, a rare event, at an oral dose of 60
mg/kg/day (about 60 times the human dose based on BSA) and
embryolethality at oral doses > 5 mg/kg/day (5 times the
human dose based on BSA) when rabbits were treated throughout
organogenesis.
Studies in rats with meloxicam, as with other drugs known to
inhibit prostaglandin synthesis, showed an increased incidence
of still births, increased length of delivery time and delayed
parturition at oral doses > 1 mg/kg/day (approximately 0.6 times
the human dose based on BSA), and decreased pup survival at an
oral dose of 4 mg/kg/day (approximately 2.1 times the human dose
based on BSA) throughout organogenesis. Similar findings were
observed in rats receiving oral doses > 0.125 mg/kg/day (less
than 0.1 times the human dose based on BSA) during late
gestation and the lactation period
Meloxicam crosses the placental barrier. There are no adequate,
well-controlled studies in pregnant women
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Use in Lactation

Studies of meloxicam excretion in human milk have not been
conducted. However, meloxicam was excreted in the milk of
lactating rats at concentrations higher than those in plasma.
The safety of meloxicam in humans during lactation has not been
established and therefore, the drug should not be used during
lactation.
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INDICATIONS AND USAGE

Juvenile Rheumatoid Arthritis (JRA) Pauciarticular and
Polyarticular Course

MOBIC is indicated for relief of the signs and symptoms of
pauciarticular or polyarticular course Juvenile Rheumatoid
Arthritis in patients who weigh > 60 kg

DOSAGE AND ADMINISTRATION

Juvenile Rheumatoid Arthritis (JRA) Pauciarticular and
Polyarticular Course

For the treatment of juvenile rheumatoid arthritis, the
recommended oral dose of MOBIC is 7.5 mg once daily in children
who weigh > 60 kg. There was no additional benefit demonstrated
by increasing the dose above 7.5 mg in clinical trials.

MOBIC tablets should not be used in children who weigh < 60 kg.

CLINICAL STUDIES

Juvenile Rheumatoid Arthritis (JRA) Pauciarticular and
Polyarticular Course

The use of MOBIC for the treatment of the signs and symptoms of
pauciarticular or polyarticular course Juvenile Rheumatoid
Arthritis in patients 2 years of age and older was evaluated in
two 12-week, double-blind, parallel-arm, active—controlled
trials.

Both studies included three arms: naproxen and two doses of
meloxicam. In both studies, meloxicam dosing began at 0. 125
mg/kg/day (7.5 mg maximum) or 0.25 mg/kg/day (15 mg maximum)

and naproxen dosing began at 10 mg/kg/day. One study used these
doses throughout the 12-week dosing period, while the other
incorporated a titration after 4 weeks to doses of 0.25
mg/kg/day and 0.375 mg/kg/day (22.5 mg maximum) of meloxicam and
15 mg/kg/day of naproxen.

The efficacy analysis used the ACR Pediatric 30 responder
definition, a composite of parent and investigator assessments
counts of active joints and joints with limited range of motion
and erythrocyte sedimentation rate. The proportion of responders
were similar in all three groups in both studies, and no
difference was observed between the meloxicam dose groups.
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